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Description of Prior Art 

Biochemical investigation of addiction has focused on the 
loci of action of the substance of abuse in the brain. A great 
deal is known about the receptor sites for the substances of 
abuse. Many drugs have been designed to react with the 
receptor sites for substances of abuse in an effort to find an 
effective treatment for addiction. Considerable knowledge has 
developed regarding the chemicals produced in the synaptic 
cleft associated with the substances of abuse and the drugs 
designed to treat addiction. To date a variety of drugs have 
been developed in an attempt to control the craving of 
addiction. However, to date no effective anti-craving 
medication has been developed in light of the fact that 
treatment of addiction remains psychological in nature. 

Addictions to alcohol and drugs cause great physical and 
financial harm to the addict and to society. Efforts to 
develop effective treatments for addictions have been 
unsuccessful. Temperance and legislative efforts to restrict 
access to drugs and alcohol have failed. 

Alpha-pyrones for the treatment of cravings and/or as a 
substitute for alcohol have no references in prior art. 
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SUMMARY OF THE INVENTION 



A major object of the present invention is the provision 
of compounds of the alpha-pyrone type for reducing the craving 
associated with addiction and compulsive behavior. Another 
significant object of the present invention is the 
incorporation of an effective amount of alpha-pyrones in non- 
alcoholic beer, non-alcoholic wine and non-alcoholic distilled 
spirits as an effective carrier for the anticraving agents. 

In addition, an effective amount of alpha-pyrones added 
to non-alcoholic beer, non-alcoholic wine and non-alcoholic 
distilled spirits creates a novel alcohol substitute designed 
to provide the positive effects of alcohol such as stress 
reduction and anxiety control without the negative health and 
social effects of alcoholic beverages. 

Briefly, the present invention features novel therapeutic 
compositions for the treatment of the cravings associated with 
addictions and compulsive behavior comprising in a 
physiologically acceptable medium, at least one alpha-pyrone 
having the following structural formula: 



Rl 




in which Rl is a hydrogen atom or an alkoxy radical having 1 
to 4 carbon atoms, R2 is a hydrogen atom or a hydroxyl group, 
and R3 is an alkyl radical having from 1 to 4 carbon atoms or 
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a styryl or phenethyl radical optionally substituted by one or 
two methylenedioxy radicals or one or two hydroxyl groups 
and/ or one or two alkoxy radicals having from 1 to 4 carbon 
atoms, with the proviso that, when R2 is a hydroxyl group, 
then R3 is necessarily an unsubstituted phenethyl radical, 
with the future proviso that when R3 is an alkyl radical 
having 1 to 4 carbon atoms, then Rl and R2 cannot both be 
hydrogen . 

DETAILED DESCRIPTION OF THE INVENTION 

The present invention involves administered alpha -pyrones 
that reduce the cravings of addictions and reduce compulsive 
behavior. In this invention craving means obsessive compulsion 
for indulgence in substances that are classed as psychoactive 
drugs and/or acts which enhances the effect of endogenous and 
/or exogenous neuropeptides, neorotransmitters and 
psychoactive agents. Psychoactive drugs include but are not 
limited alcohol, opiates, stimulants, barbiturates, nicotine 
and food. Compulsive acts include but are not limited to 
sexual acts and other compulsive behaviors. 

Additionally the invention involves the addition of 
alpha-pyrones to non-alcoholic beer, non-alcoholic wine and 
non-alcoholic distilled spirits as an alcohol substitute. 

Alpha-pyrones called kavapyrones are naturally found in 
the kava plant (Piper methysticum) . Kava is consumed in order 
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to achieve a relaxed state with a positive mood and a mild 
euphoria. Kava is intoxicating when large amounts are 
consumed. However, because kava is nonaddicting (Lebot V, 
1992) and does not cause craving or tolerance /dependence, 
intoxication is essentially unheard-of. The lack of craving 
and tolerance/dependence results from an effective amount of 
active alpha-pyrones in kava acting on the dopaminergic 
neurons of the nucleus accumbens . 

The commonly accepted actions of the alpha-pyrones found 
in kava which are referenced in the literature are as an anti- 
anxiety agent (Voltz 1997), antidepressant (Warnecke G et al 
1998), euphoriant (Baum SS et al . , 1998), muscle relaxant 
(Seitz 1997) , analgesic (Jamieson 1990) , anticonvulsant 
(Kretzschmar R 1969) and as a topical treatment for hair loss 
(US5583 68) . Kava consumption has been found to be directly 
correlated with a reduction in cancer incidence for a number 
of South Pacific Nations and is being studied as an effective 
anticancer agent (unpublished data) . 

Kavapyrones have become popular in the west as anti- 
anxiety agents. No side effects have been identified when used 
on a daily basis in moderate amounts (German Commission E) . 
Years of daily use have been found to cause a dermatologic 
scaling that is reversed when the drug is discontinued (Norton 
SA et al., 1994). No irreversible side effects have been 
noted. 
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Among the alpha-pyrone compounds comprising the 
therapeutic compositions of the invention are the following: 
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8, 5,6-Dehydromethystidn 



9. 5,6-Dihydroyangonin 



12, 11-Methoxy-yangonin 



OM* 




0M« 




0M« 



13, 11-Hydroxy-yangonin 



OMt 



OMe 



OMt 




10. 7,8-Dlhydroyangonin 



0M» 



14. Hydroxykavain 




o 




11, 10-Methoxy-yangonin 



OMe 




15.11 'Methoxy-1 2-hydroxy-dehydrokavain 

OMe 



o o 




OMe 



All of these alpha-pyrones compounds are per se known to this 
art . 

The anticraving effects of kavapyrones are mediated 
through the dopaminergic neurons of the nucleus accumbens in 
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the mesocorticolimbic dopamine reward system. This system is 
not only responsible for the craving of substances of abuse 
but is also the same mechanism that produces natural 
motivation for food, water, sex etc. When kavapyrones are 
administered in vivo by microdialysis into the nucleus 
accumbens, increasing doses of kavapyrones produces increased 
levels of dopamine (Baum, 1998) . The kavapyrone 
desmethoxyyangonin produces an increase in dopamine while the 
kavapyrone yangonin decreases dopamine to undetectable levels 
(Baum SS et al . , 1998), It is through the mesocorticolimbic 
dopamine reward system kava increases dopamine in pathways 
which produce euphoria and an anticraving effect by acting as 
an antagonist for those dopaminergic neurons responsible for 
acute craving and its effect on 5--HT (Baum SS et al . , 1998), 

Kavapyrones are known to influence the function of GABAA 
receptors. It is through the influence on the GABAA receptor 
that kava produces anxiolytic effects similar to alcohol, 
benzodiazepines and barbiturates , However, alcohol, 
benzodiazepines and barbiturates are known antagonists of NMDA 
while kava is an agonist (Walden J et al . , 1997). This finding 
supports the fact that kava produces either a mildly 
stimulating or a mildly sedating effect depending on the 
preparation and dose. It is also this difference that explains 
why kava produces little effects on mental and motor function 
and seldom causes intoxication. 
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The alpha-pyrone compounds are preferably employed in 
doses ranging from approximately 5 mg to 600 mg every three to 
four hours depending on the severity of the craving, the 
specific alpha-pyrone and the weight of the patient. 

Alpha-pyrones known as kavapyrones are present in the 
plant Piper methysticum. The kavapyrones may be extracted 
using one of a number of known extraction techniques. These 
compounds may also be synthesized according to a variety of 
processes described in the literature. 

A physiologically accepted medium used to carry an 
effective amount of alpha-pyrone can be an inert carrier such 
as in pill form or as a gum. The physiologically accepted 
medium used to carry the effective amount of alpha-pyrones in 
a transdermal patch requires the addition of organic solvents 
to facilitate transport of the alpha-prone across the skin for 
systemic distribution . 

Addictions are complex physiologic and psychological 
disorders that require treatment of both the mental and 
physical aspects of the addiction for success. In alcoholism, 
it has been found most ideal to not only treat the craving for 
alcohol but to also satisfy the patients desire for the taste, 
the feeling and the act of drinking. For this reason a novel 
aspect of the invention involves the addition of an effective 
amount of alpha-pyrones to non-alcoholic beer, non-alcoholic 
wine and non-alcoholic distilled sprits. In this manner the 
taste, experience and a similar feeling is achieved when 
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drinking the non-alcoholic alpha-pyrone beverage. When an 
effective amount of alpha-pyrone is substituted for alcohol in 
beer, wine or distilled sprits patient compliance improves 
along with the reduction in craving and an improved abstinence 
from alcohol. 

In clinical trails 80% of alcoholics report a resolution 
of craving for alcohol. In trials for tobacco, cocaine and 
heroine 100% of the respondents reports a reduction in their 
craving after consuming an effective amount of alpha-pyrones . 

In a double blind placebo controlled study of alcoholics, 
patients receiving an effective amount of alpha-pyrone 
achieved abstinence fom alcohol more frequently than those 
taking the placebo (P=.05). 

The most effective physiologically acceptable medium used 
to carry an effective amount of alpha-pyrone for the treatment 
of the cravings of alcoholism has been found to be non- 
alcoholic beverages that mimic the taste, appearance and 
effect of alcoholic beverages. In this instance the alcoholic 
patient is not deprived of the enjoyment of his/her beverage 
of choice and is not required to alter his/her social habits 
while abstaining form alcohol. The addition of an effective 
amount of alpha-pyrone for the treatment of craving to non- 
alcoholic beer, non-alcoholic wine and non-alcoholic distilled 
sprits provides an ideal delivery medium which produces muscle 
relaxation, stress reduction, mild euphoria and a reduction in 
the craving for the substance of abuse. 
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what is claimed is: 

1. An administered anticraving composition of matter, 
comprising an anticraving effective amount of at least one 
alpha-pyrone compound having the structural formula in which 
Rl is a hydrogen atom or an alkoxy radical having 1 to 4 
carbon atoms, R2 is a hydrogen atom or a hydroxyl group, and 
R3 is an alkyl radical having from 1 to 4 carbon atoms or a 
styryl or phenethyl radical optionally substituted by one or 
two methylenedioxy radicals or one or two hydroxyl groups 
and/ or one or two alkoxy radicals having from 1 to 4 carbon 
atoms, with the proviso that, when R2 is a hydroxyl group, 
then R3 is necessarily an unsubstituted phenethyl radical, 
with the future proviso that when R3 is an alkyl radical 
having 1 to 4 carbon atoms, then Rl and R2 cannot both be 
hydrogen, in a physiologically acceptable carrier medium, 

2. The composition as defined by claim 1, wherein said alpha- 
pyrone compound is one or more of the alpha-pyrones found in 
the plant Piper methysticum. 

3. A composition as defined by claim 1, comprising a pill. 

4. A composition as defined by claim 1, comprising a gum, 

5. A composition as defined by claim 1, comprising a 
transdermal patch. 
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6. An orally administered composition producing alcohol like 
effects in a beverage designed to look and taste like an 
alcoholic beverage comprising an effective amount of at least 
one alpha-pyrone compound having the structural formula in 
which Rl is a hydrogen atom or an alkoxy radical having 1 to 4 
carbon atoms, R2 is a hydrogen atom or a hydroxyl group, and 
R3 is an alkyl radical having from 1 to 4 carbon atoms or a 
styryl or phenethyl radical optionally substituted by one or 
two methylenedioxy radicals or one or two hydroxyl groups 
and/or one or two alkoxy radicals having from 1 to 4 carbon 
atoms, with the proviso that, when R2 is a hydroxyl group, 
then R3 is necessarily an unsubstituted phenethyl radical, 
with the further proviso that when R3 is an alkyl radical 
having 1 to 4 carbon atoms, then Rl and R2 cannot both be 
hydrogen. 

7. A composition as defined by claim 6, comprising a non- 
alcoholic beer. 

8. A composition as defined by claim 6, comprising a non- 
alcoholic wine. 

9. A composition as defined by claim 6, comprising a non- 
alcoholic distilled spirit. 



12 



ABSTRACT 

Administered anticraving compositions are disclosed for 
treating patients with addictions comprising an effective 
amount of at least one alpha-pyrone compound formulated into a 
physiologically acceptable carrier medium. Additionally, novel 
compositions are disclosed as substitutes for alcoholic 
beverages comprising an effective amount of at least one 
alpha-pyrone compound formulated into a non-alcoholic beer, 
non-alcoholic wine and non-alcoholic distilled spirits* 
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Signature 



Date 



Residence: City 



HONOT 



WATJAT-ri Country 



,TTSA 



Cftizenshlp 



USA- 



Post Office Address 



PO Box 61515 Honolulu Hawaii 96839 



Post Office Address 



City 



Honolulu 



state 



Hawaii 



ZIP 



96839 



Country 



USA 



□ Additional inventors are being named on the supplementai Additional InventoKs) sheet{s) PTO/SB/02A attached heretc 
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